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structures A and B can be linked tl Itnt * llnker b V whi <* the chem. 
by which the A-L-B components ctn be U^lTt^ ^ * re P re ^nts a spacer 
DNA strands can be intLstrand-crosslinS ? hez) ' b * which two 

method of interstrand-crossUnkS DNA £ LlTa l?**' ^ Cla±med are ' 
medicinal compns . contq. intersi-r^ . V ? heSe COmpds • and 

compds. I, the above ^ structure ca^ble^f ^ ° f DNA " In the 

sequence of a DNA is d<=r-i„^ * Ure ca P ab le of recognizing a base • 

structure capaS ox bLd"g to'™ f oT^eT^* ^ the chem. 

cyclopropane ring. More speci^icaUv ttl *, ° f the ° NA P osse ^es a 

N-[3-[4-(N- m ethylimidazol-2-v^^K Y ,' c °mpds . represented by 

yl] acryloyl] cyclopia WpyrSSf aTifT^! - N ; methylpyrro1 - 2 - 
polyamide-duocarmycin seS conluf^I ? ?Jr " (Py"°le-imidazole 

CO(CH2)4CO, CO-p-C6 H 4-CoTare prep7 Si I"' X = C °' COCH --CHCO, 
i.e. the 4-(N- m ethylimidazol-2-vlc d rbon^ B . Com P onent ^ the compds. I, 
II, recognizes a DNA base sequence and f J ^^-^thylpyrrole moiety of 
interstrand-crosslinking to X specie basf ° f S P ecifical lY 
compds. inhibit the replication sequence of DNA. These 

and thereby are usef ul f o^hTtreaSnt^ " terstrand - c ^"linking to DNA 
crosslinking reaction of the LJS^? , Interstrand- 
polyacrylamide gel electrophoresis r L V ^ eXamd - Usin ^ 

[X = CO(CH2)4CO] interstrand-crossiin^H t ^ : ^ WaS conf i*ned that II 
complimentary sequence of DNA "n JartSnf I 11°° °" GCCA ° r its 

triamide (in, X = Y = N and Z - CH t v ^ the co P res ence of a 
X = Z = CH and Y = N) ~ = ^=Z=N;X=N and Y = Z = CH- 

Vlllltl^l 373362 " 24 - 4P 373362-26-6P 

study, unciawifiedj rs^tSrathetS^rf ' ex <; e Pt Averse) ; BSU (Biological 
BIOL (Biological study); P^r^^r^iS"^'* 

^ra1d P ~^ as DNA 

373362-22-2 HCAPLUS agents for treatment of cancer) 

lH-pyr role-4 , 2-di yl ) [ ( 2E) -l- n ,n 9 „ , ' 2-dxyl ) carbonylimino ( 1 -methyl - 

hexahydro-e-methyLj-ixo-, dSH^Sr '(ThT^ f 3 ^ 4 ' *> »' 8a " 

INDEX NAME) uxmeunyi ester, ( 7bR, 7 ' bR, 8aS, 8 ' aS ) - (9CI) ( C A 

Absolute stereochemistry. 
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Absolute stereochemistry. 
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- a chem. structure capablTof recogLzS f ° M * ^ <B 

example, optionally substituted pyrSJeSiS^ f equence <>f DMA, for 

structure capable of bindina to L imidazole polyamide; A = a chem 
the alkylation moiety o?^^^ -tide bases, f or e,^ 
the chem. structures A and B for eL™! ~ * er ca P ab ^ of binding 

xn screening of biol . activ ^ f « S^-™^ and use of those compds. 
compds. are preferably DNA alkyLtSa act^rl T disclos ^. Those 

cells ,W«r3 S:^^ S^SS- ""I' ^ ells* \ LC - 2 

^^^TrSs;-^^^ 30 ^^- s me for the 

S^or,^^^ f AC (Biological activity or 

study, unclassified,; BUU (KoligJcal^e ? CO ?"\' BSU (Biological 

SJSSTW. ~ Cal BIOL ^Biological ' study) ; PR0C 

33 ^^^- C 22SS) by P — —^-^ Po^amide for use in 
339984-88-2 HCAPLUS 

Cyclopropa[c]pyrrolor3,2-elinHni 0 7 

(acetylamino) -I-methylllH-pyrrol i i 3n rb °? ylic acid ' 2- [3- [4- [ [ [4 - 
yl] -l-oxo-2-propenyl] -1, 2, f T^T^ 1 ]amin °] -l-n.ethyl-L-pyrrol-2- 
ester, (7bR,8aS)- ^CI) i^'^^ 6 ^^ 1 ^-^ -thy!"' 1 * 

Absolute stereochemistry 
Double bond geometry unknown. 
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Absolute stereochemistry. 
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study, unclassified); BUU (MoloScaf 9 , 1 ^ 1 Pr ^ ess >' BSU (Biological 
(Properties); SPN (Synthetic D JS. f' unc ^ssified) ; PRP 
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yl] carbonyl] amino] -l-methy^H-Lrrol^ Si "f 1 -^hyl-lH-^yrrol^. 
hexahydro-6- m ethyl-4-oxo-f methyl^er, ' b^S-^^^' 2 ' 4 ' 5 ' 8 ' 8a ' 
_ . ' l ' DK ' aa S) (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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(P )h d ' 
homodimer formation H ? redetd - se quences through hiahlv ™ 

agents are curr^nMw < ^P-^cability of this novel ri«« * g * 

~» 

RL: BAC (Biological activit 

Cyclopropa[c]pyrrolo[3,2-e] indole 7 „ u 
[carbonylbis[irnino(l- me thvl-^ 7 rb ° Xylic acic *' 2,2'- 

NAME) ' dlmefc hyl ester, (7bR, 7 'bR, 8aS 8-aS ' 8 ', 8a ~ hexah ydro- 

' (yci) (ca INDEX 

Absolute stereochemistry. 
Double bond geometry unknown. 
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hexahydro^met^ 
INDEX NAME) Y *° ' duneth yl ester, (7bR, 7 'bR, 8aS, 8 'aS) - (9CI) ( CA 



Absolute stereochemistry. 
Double bond geometry unknown. 
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represents a linker capable of Mn^ ° f du °carmycin A- and T 
example, vinyl) are preod ? 5 the Chem - structures A and R * 

which recocmiz« L 9 ' duocarm y c in derivs. (n ; R = C h *f f ° f cancer, 
chain ,~ SS se q ue nces TGACG or CGArr ^ ■ N) ( P re P*- given) 

chain, are capable of simultaneously xl L, ^ ° r their complimentary 
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« ,B^ giMl , ctivity „ MMpt ad _ e); ^ 
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f M eral ,J l0 ° d tOXicit y i" vivo whx^we^ ant f tumor activity aZd low 
8 O- [ (N-methylpiperazinyl) carbonvl 1 Iior S eqUal to thos e of 

compared with the A-ring pyrro^deriv^h " ° f 4 '- metho *ycinnamates, 
skeleton in Seg- B . On ?he Y "w ?^ VS L, ha Y ln <3 the trimethoxvindol ; 
uou D ±e bond as spacer showed "io2-"to"l' f ' - p y rrol ylacrylates having a 
actxvzty than 2 • -pyrrolecarboxylates acSO^V^^ ""cellular ? 
8-0-acetate and 8-0- [ (N-methylpip^azlnvn * k ™', 72h -^Posure) . The 
2 -Pyrrolylacrylates exhibited an ^n?S «" yl] der±VS • of 

compared with the 8-0- r (N-m*ZhJ • antltumor ef fect at a lower dose 

^■ -methoxycinnamoyl liity met SL 1 ve e r raZ ir w ) Carb ° nylJ derivs ' ^ a 
for^ Z T Uld be leased by the Sen^f ^ ^ that the antitumor 
formed between the nitrogen of the ovrroi^ ^ 6Xtra h Y d ™<3*n bond 
the increase of the no. of N-methvl-f"™ T d ° gr ° Up and DNA - owing to 
f:-Py"°lylacr y iate s having three i-L;^f r ?f eCarb ° Xamide ™*t*. Sever 
onTf n ^ r ' V SgUal antltu2or activity - pV "° lec "boxamide uniL ' 
2M.SSl^ -PV-lylacrylates having only 



RL: BAC (Biological acti ' i- 

study, unclassified); RCT (LactanU- advers «) ; BSU (Biological 
?sX Cal - StUdy,; PREP (^SSoi,?^^"^ P-paration); Bic£ 
(synthesis and antitumor activity if ^ ^^ant or reagent) 
HN 251^^0^^ d ^s. bearing 



(i^-SmeSyS^ 8-(chloromethyl)- 6 -r ( 2E ) 3 

yl J carbonyl] amino] -l^ethy^L"^ } ^1 -^^yl-lH-pyrJoi-l- ' ' ~^ 
tetrahydro-4-hydroxy- 2 -met y hyl 1 -, ^"hyl^S r^^^cT^ ~ 3 ' 
ute ste^..-. ( S) ' (9CI> INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 




RN 251999-98-1 HCAPLUS 
CN ■ - - 



Benzo [ 1, 2-b : 4 , 3-b ' 1 dinvrrr.1 «-i 
[f-t[[4-[[[4-[[(l,i- d [ y e thyi;^ a ^^^ ? cid - 8-( C hloromethyl)-6-f( 2E ) 1 
Yl] carbonyl] amino] -l-met^-^^ l ^V ^ ° ] ^-^thyl-lLpyrrilS 

methyl es ter, (83)- (9CI, U INDEx'nameT rahydr °- 4 -^ d — y-2-me t Jyl-, 



Absolute stereochemistry. 
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2519 "-°i-2p 25 1999 - 82 _ 3P 



RL — 

study, unclassified) ^qm?/! or effector, except adverse) - rc;tt 
study); PREP (Preplktxon) ' " " > BIoT^^f °* ical 

(synthesis and antitumor activitv nf * 

2519 5 ^rB^ ryl '^"2i > rmYCin • 



^ c y c l°propa[c]pyrrolon 9 al • „, -, 
Double bond geometry as shown. 
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™ 251999-81-2 HCAPLUS 

yl] carbonyl] amino] - 1 - meth yl lT~u7 rc J r^^-lH-pyrrol^- " 

ii^~ 2 ~ yl] ^-^-Propinylf-P I f 5 7l ] « rbo ?yU «nino] -1-methyl-lH- 
-thyl ester, (7b R , 8aS, ^l! ^^J^ ^-^-^^-oxo-" 

Absolute stereochemistry 
Double bond geometry as shown. 
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™ 251999-82-3 HCAPLUS 

T5 rt « r -i « . 



(chloroznethyD-e-f wU-uVn? rrn^ aCid ' 4 ~ (acetyloxy, - 8 - 

Absolute stereochemistry. 
Double bond geometry as shown. 



H 




OAc 



RN 251999-83-4 HCAPLUS 



HCAPLUS 
Benzo f 1, 2-b * 4 3-h'lH' 

(chloromethyD'-e-f 2^" ?i!l}7 4 Ca *?;^«^ 4- (acetyl oxy) _ 8 _ 
] -l-methyl-lH-pyrrol-2-vl 1 1 k 11 f4 ~ [ [ (1 ' ^dimethylethoxv) «L , , 
g] crbonyl] anJJo] -l-meSy"^ 0 *f ^ -l-ethyl-L-pyS^^ 1 ^ ^ 
tetrahydro-2-methyl-, methyl esL^ 8 ^ ^ClT^r ^ 1 ~ 3 ' 6 ' 

AbsoW« } (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as shown. 
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1998:87732 HCAPLUS 
128:154100 

Preparation of DC-89 ripri^n,, 

Amishiro, Nobuyoshi; SaSo antitumor agents 

Akihiko; Gorni/Kats^Sge-'oka^M 311 '' ° kam ° t0 ' 

Kyowa Hakko Kogyo Co Ltd t ^ 
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Patent 

Japanese 
1 
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OTHER SOURCES: ^ 128:1541 ^ ""-JP2516 19970722 



AB 



IT 



RN 
CN 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VT* n „ 

AVAILABLE VIA OFFLINE PRINT * 

^VcmVT.-A 1 - (HI. or KV) ,x - cl B , 

<v» « (vi, m ; S : 0 "; < TUT^f -Tii «°- ' • » 

- 0-2), are prepd. I are useful a t-Z ' alko *V< N °2, etc.; m = 0-1- „ 
treated with NaH and then r!aSed wiS * 9SntS - Com P d " (VII) was 

compd. (IX), which showed ICsS of " (VTII) t0 * ive tie Stle 

202419-U-2P 202419-12-3* 202419 ^mst HeLaS3 cell. 6 

rTbac 1 ? ;f , a «?«»-«-S 2 2 o°24 4 1 1 : : P p 

KL. BAC (Biological activity or effector « 

study, unclassified); SPN (Svnth^ ~ Pt adverse > ' BSU (Bioloaical 

BIOL (Biol ogical stu ^ y) ; PrIp ^S^ P ^ Pa f ati0n) ™ U (therapeutic use) 

(prepn. of DC-89 derivs L f tl0n) ; USES ( Uses > 

202419-H-2 HCAPLUS antitumor agents) 

[[[4-f^(t?-d^ethSoxS aGid ' 8-(chloro m ethyl,-6-r 3 -r4 

2-n.ethyl-, methyl ester <fci> ?S "ioL^ 0 Pr0Peny11 ^^o- 




RN 
CN 



C- CH 




NH-C- OBu-t 



O 



202419-12-3 HCAPLUS 
Cyclopropa[c]pyrrolo[3,2-elindnio n 

dimethylethoxy, carhop] ^ id ' 2 " 13- [4- [ [ [4- t [ ( 1, ^ 

oxo-, methyl ester (9CI, ( CA l£5S SSi) ' ' ' 8a - he ^ h y^o-6-methyl-4 
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0 



RN 
CN 



N C~ CH= CH 



Me « [J 

0 




NH-C- OBu-t 



0 

202419-13-4 HCAPLUS 

yl] carbonyl] amino] -l^thyl-l^^Sf ^ft 1 I^thyl-lH^yrrol-S 
2-methyl-, me thyl ester (9CI, ^CA INDEX NAME)" P6nyl] ~ 3, 6 ~ dih ydro- 




RN 
CN 



0 



N C- CH= CH 




NH— C-OBu-t 



0 



202419-14-5 HCAPLUS 

^ 8-(chlorom e thyl)-6- t 3-r 4 . 

Yl] carbonyl] amino] -1-me^ 

pyrrol-2-yl] -l-oxo-2-propenvll -3 Y f h K 7 ] Carbon ^ 1 amino] -1-methyl-lH- 
(CA INDEX NAME) P ro P^yl] 3, 6-d 1 hydro-2-methyl-, methyl ester l9 ci) 
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NH-C-OBu-t 
O 

202419-15-6 HCAPLUS 

acid, 2- I 3-[4- [[[ 4 

pyrrol- 2 - yl] -l-oxo-2-propenyl] -f " 5 7* 1 ™^ - 1 -methyl -1H- 

methyl ester (9CI, (CA INDEX NAME) exa k vc * ro ~6-methyl-4-oxo-, 
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N C- CH= CH 




C=0 
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RN 
CN 



0 

202419-16-7 HCAPLUS 
Benzof 1, 2-b- 4 ^ kii^- 

H3- [4 : [[ 4 .; . ?^TH le_1 : carbo ^ lic 4-a C et v i- 8 , rhl 

(CA INDEX NAME) P P nyij 3 ' 6 - dl hydro-2-methyl-, methyl estJr (901?" 
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\J \_f J~\ 

1997:783786 HCAPLUS 
128:48468 

Preparation of DNA-bi nH-i n~ -i 

PCT Int. Appl., 79 pp?" USA 

CODEN: PIXXD2 

Patent 

English 
1 



PATENT NO. KIND DATE 



WO 9744000 
WO 9744000 
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> ^. IS, JP, KE, KG, KP, KR, KZ, 
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IE, 
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CH, 
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OTHER SOURCE (S) : 
GI 
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AZ, BY, 
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A 

Al 
A2 
DE, DK, 
A 
T2 
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LT, LU, 
SE, SG, 
KG, KZ, 
SD, SZ, 
MC, NL, 
TD, TG 

1 QQOi om 

19971209 
19990602 
ES, FR, 
19990616 
20000912 



LV, MD, MG, MK, MN, MW, 

Sir SK, TJ, TM, TR, TT 

MD, RU, TJ, TM 

UG, AT, BE, CH, DE, DK, 

PT, SE, BF, BJ, CF, CG, 



MX, NO, NZ, PL, 

UA, UG, UZ, VN, 

ES, FI, FR, GB, 

CI, CM, GA, GN, 



MARPAT 128:4 



US 1996-652883 
AU 1997-32170 
EP 1997-927798 
GB, GR, IT, LI, NL, SE, 
CN 1997-194862 
JP 1997-542898 
US 1996-652883 A 

WO 1997-US9055 w 
8468 



19960523 
19970522 
19970522 
PT, IE 

19970522 
19970522 
19960523 
19970522 




AB 



The 

prodr^Hf ^h^fagents'w^h'arrusifT alkylatin 9 agents and the 
agents. The compds are ^ydroxv^hv^ k 35 antitum °" and DMA labeling 
prodrugs thereof wherein tit SmeSc t?? ° le ^^peptides and ? 
monocyclic, or bicyclic heterocyclic L7 StltU * nts are derived from 



monocyclic, or bic^cl^rrhete'r^cUc'a^oT 3 ' 1 '^^ 3 a ~ d --ed rrom 
Prepd. and tested for its anHn™ 5 residues. Thus, indole I 
0.09 nM) . ltS antltu ™' activity with cytotoxicity (icsj 



was 



IT 199806-56-9P 



RL: BAG (Biological activity or effector ~ . , 

study, unclassified); SPN (SvnthoM^ ' exce P t adverse); BSU (Biological 
BIOL (Biological study) ; PReT^c^M ^r^ 0 ^ '' ™ U therapeutic use" 
(prepn. of DNA-bindinr, „1 L ?! ratlOD » ; US E5 (Uses) 

oligopeptides i™o-LSuaa U t r " lde ^^^ydrobenzindole 
RN 199806-56-9 HCAPLUS con 3 u gates as antitumors) 

CN lH-Pvrmlo-l . . 



Propenyl ] -lH-pyrrol-3-yl ] -ff U^SSff" ■ ° 1 ? ' 2_eI ±ndo1 - 2 ( 1H > ) "1- 

1(1 oxobutyl) amino]- ( 9C I) (CA INDEX NAME) 



Searched by Paul Schulwitz (703)305-1954 p 31 



Tung 09/889,379 



November 5, 2002 



Me 




0 



N C- CH= CH 




L4 ANSWER 9 OF 9 upadtttc. „ 

ACCESSION NUMBER: VL^f^HT 2 002 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER- " 
TITLE : 

INVENTOR ( S ) : 

PATENT ASSIGNEE (S) - 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT- 
PATENT INFORMATION: 



— — — -j. -i. ewe, j\\ 
1996:24 8963 HCAPLUS 
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Lown J. William; Wang, Yuqfana • Juo T^T^ 3gentl 

Synphar Laboratories, ^nc.^: LU °' Weide 

u • ^ • / 1 7 pp . 
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US 1995-381355 19950131 
WO 1996-US727 19960131 
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DK, EE, 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VTA 

AVAILABLE VIA OFFLINE PRINT * 
The invention is directed to n i 

compds. which are useful as anS Cyclopropyl Py rrol °indole-oligopeDtjH* 

structure: I wherein, Hrt? iS^S^rf^?' the Allowing general 
group consisting of ovrrnl / .""^dually selected fro. 

«-aA*oxymethylimidazoie, thiophenT^h • W ; aiJcylim i d az°le, 
N-alkyl Pyrrole/ N-alkoxymetiyWr;^ ? 6116 ' fU " n ' ^iazole, oxazole 
group consisting of a vaTencf Kfa Sva'LTcl V H ^ the 

CpH2n 7 t nyl! . 3 dival «nt C2-C6 alkynyl a duJ ™ alkyl; a bivalent 
C P H2p-2 wherein p is 3 to 7; and an ^ divalent cycloalkane of formula 
group, A is selected from the group colsl'^ V ^ Unked ««. 
anudxne or deriv. thereof; a gSnidi n! * g ° f 3 C1 ~ C6 al ^yl group . an 

quaternary ammonium salt- and T«?* ! * second ary, tertiary or 
3, wherein when n=0, m ^ ^ . * ^f^™ " to 3, "and m is 0 to 

S-benzyloxy-S-tert-butyloxycarbonv^ !' C?" de P rot ection of 
pyrrolo[3,2-e]lindole rrxT * ff y 1_1 ~ chlorome thyl-8-methvl-l ? H-ih ^ . 

^^-^-1^^ r D upling " ith 4 -(^ty^ y -N r r 3H - 

closure afforded (E)-1 o p o ? methyl ~ 2 ~PY"oleacryli c acid ,nH ^ 

o f ^ 2 ~ e] indoJ -e-4- (5H) -one ( E ) -I I i f J! 7 P yr r °^ ea <=ryl oyl ] cycl opropa [c] pvrr 

(TD50 = 1 .ti ra es. 10-6 .mu. g /mL for cSSs? S ° pharvn 9 eaJ - tumor cells 
frequency of occurrence of bases fLrtil tl" A detailed anal, of the 

tL ma f° r iS given and -Xared w i ;h g c?io^° minent DNA *W*tl£ 
IrLTrl C6llular event that gives rise to U ' providin 3 evidence of 

ssEbV the new — - d sSyiiSr-s'sss firs-^r 

RL: BAG (Biological activity or eff^f 

process); BSU (Bioloairv, 1 ~i„^ erre ctor, except adverse); RPR ini„i„ ■ , 
Preparation,; THU ^S«^ y u3e?^S^ f ^r ,, j ^ (S ^^ (Bl0l °^ 
(Preparation); pr 0C (Process,; ulll ' (Ses > Bl ° l0gical stud y> / PREP 

"^J*^ agents) 

PropenylJ-iH-pyrJi.t^f j?f ° P3 ^ C]pyrrol ° t 3 ' 2-e] indol-2 (im -^l) i 
NAME, 3yl1 4 -C(l-oxobutyl,amino]-, (E) _ (9CI, (J ^Jex 



Double bond geometry as shown. 
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